I was interested to read the article by Richard Hughes (February 1990 JRSM, p 63) on prospects for treatments in multiple sclerosis (MS),and note that in spite of reviewing some of the more exciting aspects of MS relevant research he remains 'gloomy' about specific immunotherapy. The fact there is an emerging consensus that MS is largely immunologically mediated can only be good news in the long term. Disappointments with steroids and aziothioprine are only to be expected because of their blunderbus effects re immunosuppression. It is important to remember that a huge global effort is underway to produce new generations of specific immunosuppressants. One such already available is FK506 and surely heralds the availability of many more prototype drugs for clinical testing. Whilst I agree with his multifactorial pathogenesis scenario I do not necessarily think that it should result in a gloomy outlook with regards to therapy. Indeed he referenced a final common pathway approach which is one of several requiring careful considered analysis. The discovery of T cell receptor (TCR) V{3 associations with multiple sclerosis which are not readily reproducible may indicate that V{3 TCR alone are not the causal association of MS, but instead suggest that MHC class IIIV{3 combinations may be more likely to result in an immune response to a pathogen which results in neurological damage. After spendmg the last few years searching for the 'MS virus' it is refreshing to think that basic research has given us new tools to tackle how we may best design specific immunotherapies for this tragic disease, rather than search in vain for a specific causative agent to vaccinate against. This coupled with the aforementioned drug research programme should at least give us some hope to be optimistic about research into MS. This evidence suggests that marihuana smoking has a greater carcinogenic effect on the upper than the lower airways. If true this would correlate with respiratory function studies which demonstrate definite abnormalities in the proximal airways, but not in the peripheral airways's''. It has been hypothesized that the rapid, deep inhalation technique usually employed in smoking marihuana leads to earlier deposition of particulate material due to turbulence and inertial impactions. Whatever the reason, marihuana smoking as a possible cause of oral cancer deserves mention and further study. Pyoderma gangrenosum I was interested to read the letter by Heaton (February 1991 JRSM, p 123), regarding their experience of the use of cyclosporin A in a patient with pyoderma gangrenosum. We have also reported the successful use of this drug in a patient with a 14-year history of pyoderma gangrenosum unresponsive to a variety of systemic and topical treatments'.
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